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DETAILED ACTION 

Formal Matters 

1 . Claims 53, 55, 61 , 63, 66-68, 71 -73, 78-80, 83, 89, 91 , 93-96, 99-1 01 , 1 06-1 08, 
110,116,118,1 20-1 22, 1 25-1 27, 1 32-1 34, 1 39-1 47, 1 53, 1 57-1 59, 1 62-1 64, and 1 69-1 71 
have been amended, and new claims 172-176 have been added in the amendment filed 
February 18, 2011. 

2. Following the amendment, claims 53-55, 57-61 , 63, 66-69, 71-73, 78-80, 83-85, 89, 
91 , 93-1 01 , 1 06-1 08, 1 1 0-1 1 2, 1 1 6-1 1 8, 1 20-1 27, 1 32-1 34, 1 36-1 49, 1 52-1 55, 1 57-1 60, 
162-164, and 169-176 are pending and under examination in the present office action. 

3. The examiner notes that canceled claim 82 contains a strikethrough. Applicant is 
advised to remove this apparent typographical error when submitting the next claim listing. 

Information Disclosure Statement 

4. The information disclosure statements (IDSs) February 24, 201 1 and March 22, 
201 1 have been considered and the references therein are of record. 

Maintained and New Claim Rejections 
Double Patenting 

5. The nonstatutory double patenting rejection is based on a judicially created 
doctrine grounded in public policy (a policy reflected in the statute) so as to prevent the 
unjustified or improper timewise extension of the "right to exclude" granted by a patent 
and to prevent possible harassment by multiple assignees. A nonstatutory 
obviousness-type double patenting rejection is appropriate where the conflicting claims 
are not identical, but at least one examined application claim is not patentably distinct 
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from the reference claim(s) because the examined application claim is either anticipated 
by, or would have been obvious over, the reference claim(s). See, e.g., In re Berg, 140 
F.3d 1428, 46 USPQ2d 1226 (Fed. Cir. 1998); In re Goodman, 1 1 F.3d 1046, 29 
USPQ2d 2010 (Fed. Cir. 1993); In re Longi, 759 F.2d 887, 225 USPQ 645 (Fed. Cir. 
1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In re Vogel, 422 
F.2d 438, 164 USPQ 619 (CCPA 1970); and In re Thorington, 418 F.2d 528, 163 USPQ 
644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1 .321 (c) or 1 .321 (d) 
may be used to overcome an actual or provisional rejection based on a nonstatutory 
double patenting ground provided the conflicting application or patent either is shown to 
be commonly owned with this application, or claims an invention made as a result of 
activities undertaken within the scope of a joint research agreement. 

Effective January 1 , 1 994, a registered attorney or agent of record may sign a 
terminal disclaimer. A terminal disclaimer signed by the assignee must fully comply with 
37 CFR 3.73(b). 

6. Claims 53-55, 57-61 , 63, 66-69, 71 -73, 78-80, 83-85, 89, 91 , 93-1 01 , 1 06-1 08, 
110-112, 116-118, 120-127, 132-134, 136-149, 152-155, 157-160, 162-164, and 169- 
176 are rejected on the ground of nonstatutory obviousness-type double patenting as 
being unpatentable over claims 1-14 of U.S. Patent No. 6,632,429 in view of Beck et al. 
(US 6,020,310) and Bode et al. (Clin Biochem. 1986;19:333-37), and as evidenced by 
Schreck & Williams {Res Dev Disabil. 2006; 27:353-363). The rejection is maintained for 
reasons of record and as discussed below for claims 53-55, 57-61 , 63, 66-69, 71-73, 
78-80, 83-85, 89, 91 , 93-1 01 , 1 06-1 08, 110-112,11 6-1 1 8, 1 20-1 27, 1 32-1 34, 1 36-1 49, 

1 52-1 55, 1 57-1 60, 1 62-1 64, and 1 69-1 71 and is further applied to new claims 1 72-1 76. 
Response to Arguments 

7. In the response filed February 1 8, 201 1 , Applicant argues that the Schreck & 
Williams reference does not rise to the level of disclosing that "a self limiting diet 
consisting primarily of carbohydrates" is necessarily present in the population of autistic 
individuals to be treated. Applicant asserts that the Schreck & Williams reference does 
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not establish that "a self limiting diet consisting primarily of carbohydrates" is a 
necessary characteristic of the food preferences of autistic individuals, and therefore the 
reference is not eligible to be used as evidence for the proposition asserted by the 
Examiner. Applicant further argues that the present claims are directed to treating 
autism in individuals that have a self-limiting diet consisting primarily of carbohydrates, 
not all autistic individuals, and that none of the primary references cited, alone or in 
combination, disclose or provide guidance on treating such autistic individuals. 
8. Applicant's arguments have been fully considered but they are not persuasive. 
The Schreck & Williams reference does evidence that children with autism were "indeed 
idiosyncratically selective in the type of food items they selected" (p. 360), and that food 
selectivity is, of course, influenced by parental and family food preferences in general. 
Although not explicitly stated by the claims, the patient population of the present 
invention is mainly directed to autistic children (i.e., administering a childhood autism 
rating scale, as in claim 63). One of ordinary skill in the art would recognize that 
children, particularly young children, are not ultimately responsible for their diet - this is 
the responsibility of parents and caregivers. Therefore, even within the extent of food 
choices provided by the parents, Schreck & Williams evidence that autistic children are 
selective, and thus can be said to be "self-limiting". 

Furthermore, it is noted that the limitation of "a self-limiting diet consisting 
primarily of carbohydrates" is not recited in certain claims, such as independent claims 
78, 1 06, 1 32, and 1 69 and dependent claims thereof, and therefore these claims are not 
subject to the present arguments. Regardless, the broadest reasonable interpretation 
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of the claims is that the individual has a diet that consists primarily of carbohydrates. 
This characteristic, however, is not unique and could be said to include most individuals 
who follow standard western diets meeting RDA guidelines for macronutrients (protein, 
carbohydrates and fat), irrespective of whether or not the individual is autistic. For 
example, Levy et al. (Biol Psychiatry, 2007; 61 : 492-497) report that the intake of 
calories, carbohydrates, and fat were in the average range for autistic children 
compared with normative RDA values. Levy notes that the source of calories for 
nutritional intake averaged 11% protein, 59% carbohydrate, and 30% fat for subjects as 
a group, and further that two subjects had high carbohydrate intake (>80%) of total 
calories (see p. 494, under Dietary Intake Patterns). Accordingly, autistic children in 
general are evidenced to have a diet consisting primarily of carbohydrates, and thus 
treatment of any autistic individual would necessarily meet the limitations of the claims. 
Therefore, the obviousness-type double patenting rejection is maintained. 



Claim Rejections - 35 USC § 103 

9. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 1 02 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1 , 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 
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1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

1 0. Claims 1 36-1 38, 1 42-1 47, 1 53-1 55, 1 62-1 64, and 1 69-1 76 are rejected under 35 

U.S.C. 103(a) as being unpatentable over US 6,020,310 to Beck et al. (of record) as 

evidenced by Schreck & Williams (Res Dev Disabil. 2006; 27:353-363) and by Levy et 

al. {Biol Psychiatry, 2007; 61 :492-497), and in view of US 4,079,125 to Sipos 

(hereinafter Sipos(a)) and US 5,750,104 to Sipos (hereinafter Sipos(b)). Note that the 

additional evidentiary reference (Levy et al.) has been added to rebut Applicant's 

arguments, but does not change or in any way influence the reasoning for the 

combination of the primary references. The rejection is maintained for reasons of 

record and as discussed below for claims 136-138, 142-147, 153-155, 162-164, and 

1 69-1 71 and is further applied to new claims 1 72-1 76. 

Beck discloses that there are two subgroups of autistic patients, distinguished on 

the basis of gastrointestinal symptoms, blood secretin levels, serotonin increase 

following secretin injection, and the quantity and quality of fluid produced for secretin 

stimulation. Beck notes that a significant portion of patients with autistic behavior also 

suffer from gastrointestinal symptoms (column 3, lines 37-39). For example, there is a 

high prevalence of other gastrointestinal abnormalities, such as digestive enzyme 

deficiencies, in children with autistic behavior, which supports a relationship between 

the presence of gastrointestinal dysfunctions and autism (column 4, lines 56-65). As 

evidenced by Schreck & Williams, autistic children tend to preferentially consume foods 
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with a high sugar and/or starch content (i.e., carbohydrates), even within the range of 
food choices offered by their respective families (see Tables 2, 3 and p. 361). Therefore 
children with autism could be said to be selective or "self-limiting". Levy et al. evidence 
that the intake of calories, carbohydrates, and fat were in the average range for autistic 
children compared with normative RDA values. Levy notes that the source of calories 
for nutritional intake averaged 11% protein, 59% carbohydrate, and 30% fat for subjects 
as a group, and further that two subjects had high carbohydrate intake (>80%) of total 
calories (see p. 494, under Dietary Intake Patterns). Accordingly, autistic children in 
general are evidenced to have a diet consisting primarily of carbohydrates, and thus 
treatment of any autistic individual would necessarily meet the broadest reasonable 
interpretation of the claim 155, which encompasses the treatment of an autistic 
individual having a diet consisting primarily of carbohydrates. Whether or not the diet is 
self-limited or imposed by others is thus irrelevant, because the individual's overall diet 
is still the same, that is, it consists primarily of carbohydrates. Hence, treatment of 
autistic children in general would necessarily include the treatment of autistic individuals 
having self-limiting diets consisting primarily of carbohydrates as recited in the claims. 

Beck observed that in a group of autistic children with chronic diarrhea, secretin 
administration caused an extraordinary increase in the production of pancreatic fluid 
secretion, and that these children showed impressive progress in their social, behavioral 
and language skills in follow-up clinical visits (column 4, lines 39-48). Therefore, Beck 
teaches a method of treating of a patient exhibiting autism comprising stimulating 
pancreatico-biliary fluid secretion by administration of secretin hormone (column 5, lines 
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39-43). Accordingly, Beck teaches behavioral evaluation of the autistic patients prior to 
and following secretin treatment, and indicates that a more specific measure directly 
related to autism is the Childhood Autism Rating Scale (CARS) (the paragraph bridging 
columns 10 and 11), which is an art-recognized diagnostic test. For example, in one 
case study, three weeks following secretin administration an autistic subject was 
reported to have significant improvements, including resolution of chronic diarrhea, 
increased toilet training, and improvements in eye contact, alertness, expressive 
language, and fine motor skills. The subject was again assessed at eight months, 
wherein he received a second secretin infusion (paragraph spanning columns 1 1 -12). 
In another case study, the subject was observed to have improvements in cognitive 
skills following a single dosage of secretin, wherein assessment was made over a five 
week period. A second dose of secretin was given at 3 months, and again further 
improvements in social behavior were observed (column 12, lines 47-67). These 
individual results were noted to be consistent with group results. 

In summary, Beck discloses a method for treating autistic individuals, particularly 
those exhibiting gastrointestinal problems, comprising administering one or more doses 
of secretin, wherein the secretin administration causes the release of digestive enzymes 
and results in improvements in various autistic symptoms. Beck further teaches 
behavioral assessment of autistic symptoms prior to and following secretin 
administration. 
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However, Beck does not explicitly teach the administration of pharmaceutical 
composition comprising one or more digestive enzymes to the autistic individual (as in 
claims 155 and 169). 

The teachings of the two Sipos references are cumulative and are thus 
presented together. Both Sipos(a) (US 4,079,125) and Sipos(b) (US 5,750,104) teach 
the use of digestive enzyme compositions for treating digestive enzyme deficiency and 
digestive disorders (see column 1 , lines 1 3-1 6 of Sipos(a), and column 1 , lines 1 0-1 4 of 
Sipos(b)). The Sipos references disclose digestive enzyme-containing compositions, 
which are capable of withstanding hours of exposure to gastric fluids while protecting 
the biological activity of the enzymes (see abstracts). In particular, Sipos(a) teaches 
that the principal active agents in the composition are digestive enzymes, including such 
pancreatic enzymes as amylase, lipases, cellulase, and proteases (including trypsin and 
chymotrypsin), among others (column 5, lines 20-39). Sipos(b) teaches various 
concentrations of pancreatin (which comprises lipases, amylases and proteases) 
ranging from about 10 to about 70% w/w for use in the composition (see Example 1 at 
column 10), for which it is noted that the pancreatin concentration is 40 USP units per 
mg of lipase activity. For example, Sipos(b) discloses formulations for pharmaceutical 
compositions comprising 4,000 or 8,000 USP per capsule (i.e., per dose), 25,000 or 
45,000 USP protease per capsule, and 25,000 or 40,000 USP amylase per capsule 
(see Example 2 at column 10), which doses/concentrations are on point to limitations 
recited in present claim 169, and would reasonably encompass the doses of pancreatin, 
chymotrypsin and trypsin noted in claims 170, 171 and 176. Further, Sipos(b) teaches 
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that the total amount of the composition required to be administered to an enzyme- 
deficient patient will vary with the severity of the condition, age and other physical 
characteristics of the patient (column 15, lines 39-42), and the composition is 
administered with each meal, three times a day (column 15, lines 45-47). 

It would have been obvious to the person of ordinary skill in the art at the time the 
invention was made to modify the therapeutic method taught by Beck for treating 
autistic patients by administering digestive enzymes as taught by the Sipos references 
instead of secretin. Secretin infusion is known to cause the release of pancreatic and 
digestive enzymes, wherein Beck notes that digestive enzymes of the small intestine 
include lactase, maltase, sucrase and glucoamylase, and pancreatic enzymes include 
amylase, lipase, trypsin and chymotrysin (column 10, lines 16-17). Administration of 
Sipos' orally-administered digestive enzymes would be an attractive alternative to 
secretin infusion, as it is less invasive and would therefore be easier to administer, 
particularly to young autistic patients. In addition, Sipos(b) teaches that for young 
children unable to swallow capsules, microspheres of the disclosed digestive enzyme- 
containing composition can be administered to patients with liquid food, such as milk, 
apple sauce and semi-solid food (column 15, lines 61-63). Such a means of 
administration would be particularly attractive to parents of autistic children, because the 
therapeutic composition could be sprinkled in or over their children's favorite foods, 
particularly if the child will not accept taking medication in capsule form. Further, the 
artisan of ordinary skill would have a reasonable expectation that the modified 
therapeutic method would be successful because Beck has demonstrated that autistic 
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patients with digestive enzyme deficiencies can be treated (i.e., one or more autistic 
symptoms are lessened and/or improved) when pancreatic fluid secretion is increased, 
and Sipos teaches that the digestive enzyme-containing compositions not only are 
easily administered even to young children, but also are capable of withstanding hours 
of exposure to gastric fluids while still remaining biologically active. Accordingly, the 
combined teachings of the above references render obvious the instantly recited 
invention. 

Response to Arguments 

11. In the response filed February 1 8, 201 1 , Applicant argues that the Schreck & 
Williams reference does not rise to the level of disclosing that "a self limiting diet 
consisting primarily of carbohydrates" is necessarily present in the population of autistic 
individuals to be treated. Applicant asserts that the Schreck & Williams reference does 
not establish that "a self limiting diet consisting primarily of carbohydrates" is a 
necessary characteristic of the food preferences of autistic individuals, and therefore the 
reference is not eligible to be used as evidence for the proposition asserted by the 
Examiner. Applicant further argues that the present claims are directed to treating 
autism in individuals that have a self-limiting diet consisting primarily of carbohydrates, 
not all autistic individuals, and that none of the primary references cited, alone or in 
combination, disclose or provide guidance on treating such autistic individuals. 

1 2. Applicant's arguments have been fully considered but they are not persuasive. 
As noted above, the Schreck & Williams reference does evidence that children with 
autism are selective in their food choices, regardless of family food preferences, and 
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thus could be said to be "self-limiting". Furthermore, it is noted that the limitation of "a 
self-limiting diet consisting primarily of carbohydrates" is not recited in claim 169 and 
dependent claims thereof, and therefore these claims are not subject to the present 
arguments. Regardless, the broadest reasonable interpretation of the claims is that the 
autistic individual has a diet that consists primarily of carbohydrates. This characteristic, 
however, is not unique and could be said to include most individuals who follow 
standard western diets meeting RDA guidelines for macronutrients (protein, 
carbohydrates and fat), irrespective of whether or not the individual is autistic. Further, 
as discussed above, Levy evidences that autistic children consume a diet consisting 
primarily of, and thus treatment of any autistic individual would necessarily meet the 
limitations of the claims. Therefore, the rejection is maintained. 

1 3. Claims 53-55, 57-61 , 63, 66-69, 71 -73, 78-80, 83-85, 89, 91 , 93-1 01 , 1 06-1 08, 
1 1 0-1 1 2, 1 1 6-1 1 8, 1 20-1 27, 1 32-1 34, 1 39-1 41 , 1 48, 1 49, 1 52 and 1 57-1 60 are rejected 
under 35 U.S.C. 103(a) as being unpatentable over US 6,020,310 to Becket al. as 
evidenced by Schreck & Williams (Res Dev Disabil. 2006; 27:353-363) and by Levy et 
al. (Biol Psychiatry, 2007; 61 :492-497), and in view of US 4,079,125 to Sipos (Sipos(a)) 
and US 5,750,104 to Sipos (Sipos(b)) as applied to claims 136-138, 142-147, 153-155, 
162-164, and 169-171 above, and further in view of Bode et al. {Clin Biochem 1986; 
19:333-37). The rejection is maintained for reasons of record and as discussed below. 

The teachings of Beck as evidenced by Schreck & Williams and by Levy et al., 
and in view of the Sipos references are discussed above. Briefly, the combined 
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teachings provide for a method of treating autism in an autistic individual comprising 
administering a pharmaceutical composition comprising one or more digestive 
enzymes, including notably lipase, amylase and protease, and evaluating the efficacy of 
the treatment by pre- and post-assessment of autistic behaviors/symptoms, such as by 
using a diagnostic test (CARS). 

Further, Beck indicates that autistic patients with chronic, non-infectious diarrhea 
with unclear etiology were analyzed by the full upper Gl work-up including biopsies for 
histology measurement of the digestive enzymes of the small intestine and the 
pancreas (including chymotrypsin) (column 10, lines 12-17, and 36-40). For instance, 
the assessment of various pancreatic enzymes (amylase, trypsin, lipase, and 
chymotrypsin) following secretin administration was performed in order to evaluate the 
efficacy of secretin infusion (column 10, lines 15-40, column 16 and Table 8). In effect, 
Beck discloses behavioral assessment of autistic symptoms as well as measurement of 
pancreatic digestive enzymes prior to and following secretin administration. The 
difference, therefore, between the combined teachings of the Beck/Sipos documents 
and the instant invention is that the prior art references do not teach the assessment of 
fecal chymotrypsin levels in an individual prior to and following the administration of 
digestive enzymes to the individual, nor do the documents disclose particular levels of 
fecal chymotrypsin (a level less than the normal fecal chymotrypsin level) for 
determining whether or not to administer the digestive enzymes. 

Bode teaches a simple photometric determination of chymotrypsin activity in 
stool samples, which is for detection of exocrine pancreatic insufficiency, and that the 
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method is easy to perform, inexpensive and does not place any undue stress on the 
patient (abstract, and the 1 st paragraph of the left column, for example). Additionally, 
Bode teaches that normal chymotrypsin activity is >10 U/g (page 333, 2 nd column, 1 .2), 
wherein the normal range of chymotrypsin is 10 to 59.5 U/g and a pathological value is 
indicated to be 4.2 U/g (with a range of 0.6-8.2 U/g) (p. 334, 2.2). Bode also teaches 
that measurement of chymotrypsin levels was performed at 25 °C (p. 335, 2.5). Further, 
Bode discloses that this highly sensitive technique can be used not only to diagnose 
pancreatic insufficiency, but also to therapeutically monitor patients having chronic 
pancreatitis of various degrees of severity (p. 336, paragraph spanning columns 1 -2). 

It would have been obvious to the person of ordinary skill in the art at the time the 
invention was made to modify the therapeutic method for treating autistic individuals as 
taught by Beck, Sipos(a) and (b) by assessing pancreatic digestive enzyme function by 
way of measuring fecal chymotrypin levels prior to and following treatment as taught by 
Bode. Testing of pancreatic enzyme levels (i.e., chymotrysin levels) prior to treatment 
would serve to establish a baseline for the individual being treated, which could then be 
used to monitor treatment efficacy and adjust future therapy accordingly. Based on the 
teachings of Bode, the skilled artisan would have recognized a convenient, non-invasive 
means for measuring at least one of the pancreatic digestive enzymes, chymotrypsin, 
which comprises spectrophotometric measurement of chymotrypsin in fecal samples. 
Based also on Bode's teachings and those of Sipos, one of ordinary skill in the art 
would have recognized that patients having a lowered (i.e., pathological) level of fecal 
chymotrypsin, which is indicative of a pancreatic insufficiency (i.e., a digestive enzyme 
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insufficiency), would stand to benefit from supplementation with digestive enzymes. 
Therefore, it would have been obvious to measure fecal chymotrypsin levels in autistic 
patients for assessing pancreatic function in these individuals prior to and following 
digestive enzyme therapy. This is because the skilled artisan has good reason to 
pursue the known options within his or her technical grasp to obtain predictable results. 
Such would amount to applying a known technique (Bode's fecal chymotrysin 
measurement) to improve similar methods (Beck's measurement of pancreatic 
enzymes) in the same way. 

One of ordinary skill in the art would also recognize that it is desirable to compare 
the chymotrypsin measurements in the autistic individuals to values obtained from age- 
matched non-autistic controls (i.e., a normal level) where appropriate, such as for initial 
assessment and comparison purposes as in claims 54, 84 140, 141 , and 148. 
Therefore, such claim limitations do not render the recited method of treatment non- 
obvious over the prior art. 

Regarding claim limitations reciting specific fecal chymotrypsin levels associated 
with autism, Bode reports chymotyrpsin levels for both normal (i.e., >10 U/gm; range 10 
- 59.5 U/gm)) and pathological (4.2 U/gm; see 2.2 on p. 3334) values. As these 
disclosed levels and ranges encompass the presently recited values (i.e., a level below 
8.4 U/gm; a level below 8.4 U/gm but above or equal to 4.2 U/gm; a level below 4.2 
U/gm), and therefore could be used to determine pancreatic insufficiency in an 
individual consistent with the method of the present invention. Moreover, even though 
Bode teaches measurement of chymotrysin levels at 25 °C instead of the claimed 30 °C, 
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this limitation is clearly a result effective protocol parameter that at a person of ordinary 
skill in the art would routinely optimize (see MPEP 2144.05). Optimization of 
parameters is a routine practice that would be obvious for a person of ordinary skill in 
the art to employ, particularly in a laboratory protocol. It would have been customary for 
an artisan of ordinary skill to determine the optimal temperature for measurement of 
chymotrypsin levels. Running the assay at a higher temperature would have been 
obvious, since it would run faster. One of ordinary skill in the art would have been 
motivated to optimize this variable, and selection of a temperature well below body 
temperature (37 °C) would have been obvious. Thus, absent some demonstration of 
unexpected results from the claimed parameters, this optimization of temperature would 
have been obvious at the time of Applicants' invention. 

Response to Arguments 

14. Applicant's arguments filed February 18, 201 1 for this rejection are the same as 
stated above with respect to arguing that the Schreck & Williams reference is not proper 
evidence. 

1 5. Applicant's arguments have been addressed above. The arguments have been 
considered and are not persuasive for the same reasons as discussed above. 

Claim Rejections - 35 USC§ 112, first paragraph 

1 6. The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 
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1 7. Claims 53-55, 57-61 , 63, 66-69, 71 -73, 79, 83-85, 89, 91 , 93-1 01 , 1 07, 1 1 0-1 1 2, 
116-118,1 20-1 27, 1 33, 1 36-1 49, 1 52-1 55, 1 57-1 60, 1 62-1 64, 1 70 and 1 72-1 74 are 
rejected under 35 U.S.C. 1 1 2, first paragraph, as failing to comply with the written 
description requirement. The claim(s) contains subject matter which was not described 
in the specification in such a way as to reasonably convey to one skilled in the relevant 
art that the inventor(s), at the time the application was filed, had possession of the 
claimed invention. This is a new matter rejection. 

Claims 63, 91 , 118 and 1 55 and dependent claims thereof are directed to a 
method of treating autism in an individual, comprising administering a pharmaceutical 
composition comprising one or more digestive enzymes, wherein the autistic individual 
has a self-limiting diet consisting primarily of carbohydrates. In the response filed 
February 1 8, 201 1 , Applicant indicates that not all autistic individuals are those that 
have a self-limiting diet consisting primarily of carbohydrates (see, for example, p. 18 of 
the response). In other words, based on Applicant's remarks it would appear that 
autistic individuals having a "self-limiting diet consisting primarily of carbohydrates" are 
akin to a subgenus within the larger genus of autistic individuals in general. This being 
the case, the Examiner can find no support for the claimed method of treating such 
autistic individuals having a self-limiting diet consisting primarily of carbohydrates with a 
pharmaceutical composition comprising one or more digestive enzymes. 

The specification at pp. 14-15 contemplates "factors that may be considered in 
determining which children are potential candidates for secretin administration aside 
from the fecal chymotrypsin levels" including "a self-limiting diet consisting primarily of 
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carbohydrates." However, this embodiment of the invention is clearly directed to the 
use of secretin administration, not digestive enzymes. The instant application 
distinguishes between these forms of therapy throughout the disclosure when it states 
"administration of secretin, other neuropeptides, peptides, and/or digestive enzymes" for 
the treatment of autism, attention deficit disorder (ADD) or attention deficit hyperactivity 
disorder (ADHD). In other words, secretin therapy, neuropeptide therapy, peptide 
therapy, and digestive enzyme therapy are all considered separate embodiments of the 
invention. The disclosure at pp. 14-15 regarding autistic individuals having a self- 
limiting diet consisting primarily of carbohydrates is directed to a characteristic of 
individuals that would benefit from treatment with secretin therapy, not digestive enzyme 
therapy. Particularly in view of Applicant's remarks that these carbohydrate-preferring 
autistic individuals do not represent all autistic individuals, they therefore must represent 
a subset of autistic individuals for which there is no support in the specification as filed 
to indicate that digestive enzyme therapy could be used for this particular subset's 
treatment. The same argument can also be made for instant claims 1 1 7 and 1 54, which 
recites that the autistic individual has a history of gastrointestinal (Gl) dysfunction. 
Again, the only reference to the treatment of such autistic individuals is in reference to 
administration of secretin, not digestive enzymes. Accordingly, the claimed method is 
not supported by the present specification as filed and represents new matter. 



1 8. Claims 53-55, 57-61 , 63, 66-69, 73, 83-85, 89, 91 , 93-98, 101,110-112,116-11 8, 
120-124, 127, 136-149, 152-155, 157-160, 162-164 and 169-176 are rejected under 35 
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U.S.C. 112, first paragraph, because the specification, while being enabling for a 
method for treating autism in an individual, comprising determining if the individual has 
a fecal chymotrypsin level less than normal and administering a pharmaceutical 
composition to the individual if the individual's fecal chymotrypsin level is less than 
normal, wherein the pharmaceutical composition comprises protease, lipase, and 
amylase, does not reasonably provide enablement for a method of treating autism 
comprising administering a single digestive enzyme or a combination other than at least 
lipase, amylase and protease, or a method of treating any individual having autism as 
broadly claimed. The specification does not enable any person skilled in the art to 
which it pertains, or with which it is most nearly connected, to practice the invention 
commensurate in scope with these claims. 

The factors to be considered in determining whether a disclosure would require 
undue experimentation include (1) the quantity of experimentation necessary, (2) the 
amount of direction or guidance presented, (3) the presence or absence of working 
examples, (4) the nature of the invention, (5) the state of the prior art, (6) the relative 
skill of those in the art, (7) the predictability or unpredictability of the art and, (8) the 
breadth of the claims. In re Wands, 8 USPQ2d, 1400 (CAFC 1988). 

Present claims 63, 91 and 1 1 8 and dependent claims thereof are broadly drawn 
to treatment of an individual having autism, comprising administering a diagnostic 
test/evaluation to determine the degree in which autism symptoms are present prior to 
administration of a composition comprising one or more digestive enzymes. Claim 155 
and dependent claims thereof are directed to a method of treating autism in an autistic 
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individual comprising administering a composition comprising one or more digestive 
enzymes. And claim 1 69 and dependent claims thereof recite a method for treating a 
autism in an autistic individual, comprising administering a pharmaceutical composition 
comprising digestive enzymes, wherein the digestive enzymes comprise proteases, 
lipases and amylases. Thus, in the first instance, the claims broadly encompass 
treatment of autism comprising administering any one digestive enzyme, and in the 
second instance (particularly in claims 155 and 169) encompass treating any autistic 
individual regardless of the individual's fecal chymotrypsin levels. 

The nature of the invention is complex. The specification teaches that autistic 
individuals having a sub-normal level of fecal chymotrypsin are amenable to treatment 
with digestive enzymes. The only examples provided by the present disclosure 
demonstrating treatment of autism are in autistic children having fecal chymotrypsin 
levels determined to be below normal (i.e., below 8.4 U/g). However, there is no 
evidence or indication in the specification as filed that any autistic individual, including 
those having normal fecal chymotrypsin levels, would benefit from digestive enzyme 
therapy. Experiment 6 of the instant disclosure teaches that children diagnosed with 
autism and having abnormally low or "pathological" fecal chymotrypsin levels were 
administered digestive/pancreatic enzymes comprising amylases, proteases, lipases, 
sucrases, maltases, and other digestive enzymes (such as trypsin and chymotrypsin) at 
each mealtime (see p. 24, lines 1-5). Improvements in several measures of behavior in 
the children were noted in this experiment. However, in no instance was anything less 
than a combination of at least lipase, amylase and protease administered. In other 
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words, the instant specification provides no evidence that administering only one 
digestive enzyme or any combination of digestive enzymes other than at least lipase, 
amylase and protease (i.e., the components of pancreatin) to any autistic individual 
other than one with sub-normal fecal chymotrypsin levels would be efficacious for the 
treatment of autism. 

The present disclosure postulates that autistic individuals having an abnormal 
level of fecal chymotrypsin will likely benefit from administration of secretin, other 
neuropeptides, peptides and/or digestive enzymes (see pp. 4-5). The specification also 
indicates that individuals having abnormal protein digestion, as measured by 
chymotrypsin levels, may also benefit from the administration of secretin, digestive 
enzymes, peptide and/or neuropeptides. Yet there is no evidence in the present 
specification or in the prior art that administration of, for example, a single digestive 
enzyme such as amylase, which is known to catalyze the breakdown of starch into 
sugar, would be at all useful for aiding in protein digestion. The same would hold true for 
lipase administered by itself (i.e., "singularly"). Because only a combination of digestive 
enzymes comprising lipases, amylases, proteases, sucrases, maltases, and "other 
digestive/pancreatic enzymes" including trypsin and chymotrypsin was administered to 
children having autism, it is unclear that any one of the enzymes in the absence of the 
others would have any effect whatsoever, let alone a beneficial one. The art indicates 
that numerous different digestive enzymes secreted by different glands (salivary gland, 
glands of the stomach, pancreas, small intestine) work in concert to beak down diverse 
macromolecules into nutrients which the body can utilize (see, for example, "Digestive 
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Enzyme" Wikipedia entry provided on IDS filed 02/24/201 1 ). If the instant claims were 
merely directed to improving a particular kind of digestion in an individual, such as 
protein digestion, then it might be reasonable to assume that administering a particular 
type of enzyme (or enzymes) involved in that type of digestion, such as a protease or 
peptidase which are involved in the breakdown of proteins, would be helpful. However, 
the scope of the present claims encompasses treatment of a complex behavioral 
disorder comprising the use of any single digestive enzyme or any combination of 
digestive enzymes. Yet the evidence presented in the disclosure is not commensurate 
in scope with the claimed invention, because it shows that multiple different 
digestive/pancreatic enzymes were necessary to achieve any beneficial effect. 
Therefore, the skilled artisan would require further guidance as to which singular 
digestive enzyme could be used to treat autism. 

The art pertaining to the use of dietary enzyme supplementation for the treatment 
of autism is contradictory and complex. For instance, as Applicant has noted in the 
disclosure at p. 3, an uncontrolled study by Horvath et al. {J Assoc Acad Minority Phys. 
1998; 9(1 ):9-1 5; listed on IDS filed 10/08/2003) indicated that three autistic children 
infused with secretin were reported to have significant behavioral improvements. 
However, these findings were never replicated in subsequent studies on the efficacy of 
secretin therapy for the treatment of autism, as reviewed by Sturmey {Res Dev Disabil. 
2005; 26(1):87-97). Sturmey reviewed 15 different double-blind, randomized, controlled 
trials of secretin for autism and found almost no evidence for the effectiveness of 
secretin. Sturmey notes, however, that a subset of autistic children having 
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gastrointestinal (Gl) symptoms may possibly respond differentially to secretin, and thus 
may be amenable to secretin therapy. This view is consistent with the present 
application's position that only those autistic children having abnormal levels of fecal 
chymotrypsin, which as noted by Applicant is a broad measure of protein digestion, are 
likely to benefit from the administration of secretin (or digestive enzymes). 

With respect to the use of digestive enzyme supplementation, Brudnak et al. 
{Med Hypotheses, 2002; 58(5):422-428; listed on IDS filed 02/24/201 1 ) report that 
supplementation of autism spectrum disorder (ASD) patients with a dietary enzyme 
formulation called ENZYMAID improved several symptoms of ASD over the 4 month 
period of treatment. Notably, however, the formulation was not limited to one digestive 
enzyme but contained two different proteases, a peptidase, phytase, lactase, and 
galactose (see p. 424 under "Enzymes"). In contrast to these findings, Munasinghe et 
al. {J Autism Dev Disord. 2010; 40(9):1 131-1 138; abstract listed on IDS filed 
02/24/201 1 ) report that when a combination of proteolytic enzymes (peptidase, 
protease, and papain) were administered to autistic children over a 3-month period, no 
clinically significant improvements in behavior or symptoms were observed. Thus, even 
when a trio of proteases is used, they are not sufficient to ameliorate symptoms of 
autism. While there were certainly differences in the two studies - the largest one being 
that the Brudnak study was not blinded nor placebo-controlled whereas the more 
rigorous Munasinghe study was double-blinded, randomized and placebo controlled - 
the art indicates that a combination of more than one digestive enzyme, and more than 
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one type of digestive enzyme even, may be needed to provide any beneficial effect for 
treating autism. 

Moreover, claims 155, 169 and dependent claims thereof are directed to a 
method for treating autism in an autistic individual; however there is no recitation that 
the individual has an abnormal or sub-normal level of fecal chymotrypsin. Therefore, 
the claimed method broadly reads on treatment of any individual autism. As discussed 
above, the unpredictable and contradictory results in the art to which the present 
invention relates indicates that only those autistic children having persistent Gl 
symptoms may be amenable to treatment using secretin or digestive enzymes. 
Moreover, the present specification only provides guidance on treatment of children 
having autism and having a sub-normal fecal chymotrypsin level. The use digestive 
enzymes to any autistic individual would thus be unpredictable and result in undue 
experimentation on the part of the skilled artisan. 

As stated in Rasmusson v. SmithKiine Beecham Corp., 75 USPQ2d 1297-1303 
(CAFC 2005), "If mere plausibility were the test for enablement under section 1 1 2, 
applicants could obtain patent rights to 'inventions' consisting of little more than 
respectable guesses as to the likelihood of their success. When one of the guesses 
later proved true, the 'inventor' would be rewarded the spoils instead of the party who 
demonstrated that the method actually worked. That scenario is not consistent with the 
statutory requirement that the inventor enable an invention rather than merely proposing 
an unproved hypothesis." 
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In view of the breadth of the claims, the complex nature of the invention, the lack 
of guidance and working examples provided in the specification commensurate with the 
claimed invention, and the unpredictability and complexity in the art, it is the examiner's 
position that undue experimentation would be necessary for a skilled artisan to make 
and use the entire scope of the claimed invention. Applicants have not provided 
sufficient guidance to enable one of ordinary skill in the art to practice the claimed 
invention in a manner reasonably correlated with the scope of the claims. 



Claim Rejections - 35 USC § 1 12, second paragraph 

1 9. The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

20. Claims 53-55, 57-61 , 63, 66-69, 71 -73, 79, 83-85, 89, 91 , 93-1 01 , 1 07, 1 1 0-1 1 2, 
116-118,1 20-1 27, 1 33, 1 36-1 49, 1 52-1 55, 1 57-1 60, 1 62-1 64, 1 70 and 1 72-1 74 are 
rejected under 35 U.S.C. 112, second paragraph, as being indefinite for failing to 
particularly point out and distinctly claim the subject matter which applicant regards as 
the invention. 

Independent claims 63, 91 , 1 1 8 and 1 55 recite that the autistic individual being 
treated by the method "has a self-limiting diet consisting primarily of carbohydrates." 
However, even though not explicitly stated by the claims, the therapeutic method could 
be said to be primarily directed to the treatment of autistic children. For example, the 
claims recite the use of CARS (childhood autism rating scale), and the disclosure only 
provides examples of treatment of children. Because children often do not have full 
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control over their diets, it is unclear how much or to what extent their dietary 
preferences would be, in fact, self-limiting. This is a subjective measure and the 
present specification provides no guidance as to what constitutes a self-limited diet as 
opposed to a diet which is imposed upon the individual. Therefore, the metes and 
bounds of the claimed invention cannot be readily determined. Dependent claims 53- 
55, 57-61 , 71 -73, 79, 83-85, 89, 93-1 01 , 1 07, 1 1 0-1 1 2, 1 1 6, 1 1 7, 1 20-1 27, 1 33, 1 36- 
1 49, 1 52-1 54, 1 57-1 60, 1 62-1 64, 1 70 and 1 72-1 74 are included in this rejection 
because they include all of the limitations of base claims 63, 91 , 1 1 8 or 1 55, yet contain 
nothing in addition that would rectify the noted deficiency. 

Conclusion 

21. No claims are allowed. 

Advisory Information 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Kimberly A. Ballard whose telephone number is 
(571)272-2150. The examiner can normally be reached on Monday- Friday 8:30 AM - 5 
PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, AN Salimi can be reached on 571-272-0909. The fax phone number for the 
organization where this application or proceeding is assigned is 571 -273-8300. 
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